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closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 
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DETAILED ACTION 
Summary 

1 . Receipt of Applicants arguments, amended claims and RCE filed on 09/03/09 is 
acknowledged. 

Claims 1-40 have been cancelled, new claims 41-51 have been presented for 
prosecution. 

Claims 41-51 are under prosecution. 

Claim Objections: Claims 46 and 47 are duplicate claims, Applicants are required to 
cancel duplicate claims. 

Claim Rejections - 35 USC §112 

2. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

3. Claims 41 -51 are rejected under 35 U.S.C. 1 1 2, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 41 and 45 recite the limitation as first period of time and second period of 
time for administering the drug which makes the claims indefinite. It is not clear what 
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time limitations is the applicant referring to, that is 3 days, 12 days or morning or 
evening in a same day. Appropriate correction is required. 

Claim Rejections - 35 USC § 103 

4. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a 
person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

5. Claims 41-51 are rejected under 35 U.S.C. 103(a) as being unpatentable 

Over Loder et al. (USP 6,441 ,038) in view of Wong et al. (US 20020086864 A1) by itself 
or in combination with El-Rashidy (USP 5,994,363). 

Loder et al teach that chronic fatigue syndrome, fibromyalgia and perceptive pain 
associated therewith and depressed mood as known disorders of neurological origin is 
treatable with a drug that "is a compound which inhibits both noradrenaline and 
serotonin reuptake" (Col. 9, lines 7-9) and more specifically, milnacipran accompanied 
by either L-phenylalanine or tyrosine (Col. 9, lines 17-32, claims 1-4). (It should be 
noted that at the time the instant invention was contemplated, it was well-understood in 
the art that milnacipran is an antidepressant often preferred for it's "equipotent double 
inhibition both noradrenaline and serotonin reuptake and its lack of affinity for 
neurotransmitter receptors." Briley, M., "Milnacipran, A Double Noradrenaline and 
Serotonin Reuptake Inhibiting Antidepressant," European Neuropsychopharmaco/ogy 
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Vol. 6, Supplement 4, Page S4 (September 1996). Loder et al. further disclose in 
examples 1 -1 2 and 1 4, various dosages of milnacipran which helps in inhibiting both 
noradrenalin and serotonin uptake. 

While Loder et al. disclose various dosage amounts as disclosed in examples 1- 
12, Loder et al. do not disclose dosage escalation as claimed instantly for treating 
fibromyalgia. 

Wong et al. teach method of treating fibromyalgia. 

The reference discloses that the preferred route of administering the inventive 
composition is oral, with a once or twice a day administration. The dosage regimen and 
amount for treating patients with the inventive composition is selected in accordance 
with a variety of factors including, for example, the type, age, weight, sex, and medical 
condition of the patient, the severity of the condition, the route of administration and the 
particular compound employed, either racemate or pure enantiomer. An ordinarily 
skilled physician or psychiatrist can readily determine and prescribe an effective (i.e., 
therapeutic) amount of the compound to prevent or arrest the progress of the condition. 
In so proceeding, the physician or psychiatrist could employ relatively low dosages at 
first, subsequently increasing the dose until a maximum response is obtained ([0057]). 

'393 teach advantages of dosage escalation in reducing adverse effects. The 
reference teaches that apemorphine dose is increased until adverse effects are again 
experienced and administration of the increased dosage is repeated until the patient no 
longer experiences adverse effects. The reference then teaches that escalation of 
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subsequent doses, the previously tolerated dose preferably is doubled. The dosage 
escalation is repeated until the dosage level of target medical condition is reached, see 
abstract. 

It would have been obvious to one of ordinary skill in the art at the time 
the instant invention was made to optimize the dosage amount based on the teachings 
of Wong et al. teaching that the dosage can be increased by small increments until the 
optimum effect is achieved. Based on the teachings of Loder et al. and Wong et al., one 
skilled in the art would have had a reasonable expectation of success in obtaining the 
claimed dosage regimen for treating fibromyalgia since Loder et al. teach that 
fibromyalgia syndrome and the associated pain can be treated with milnacipran and 
Wong et al. teaches that dosage can be escalated and optimized in order to achieve the 
desired effect and Wong's reference deals with treating fibromyalgia. The claims recite 
drug regimens and dosages. However, once a method of use is known it is within the 
skill of the artisan to determine the optimum regimen and dosage. Wong et al. teach 
dosage escalation until the desired dosage is achieved. In the absence of a showing of 
unexpected results commensurate in scope with the claims no unobviousness is seen in 
using the claimed compound with claimed dosage regimens. 

It would have been further obvious to one of ordinary skill in the art at the time 
the invention was made to utilize the known drug of milnacipran as taught by Loder and 
Wong et al. for treating fibromyalgia by administering the escalated dosage regimen of 
milnacipran until the desired treatment is resulted with minimum adverse effects 
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motivated by the teachings of '393 which teaches doubling the dosage of an active in 
order to effect maximum result with minimum adverse effects. 

From the teachings of the reference, it is apparent that one of ordinary skill in the 
art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole would have been prima facie obvious to 
one of ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 

Applicants Arguments 

Although the instant rejection is based on combination of three references, the 
arguments with respect to Loder and Wong's references have been addressed below. 

Applicant argues that Loder does not teach dosage escalation as claimed and 
the language of "consisting essentially of disqualifies Loder from being used in obvious 
ness rejection because Loder uses additional actives in combination. Applicant asserts 
that because Loder teaches effectiveness of compounds in combination, the utilization 
of milnacipran without any other active will be teaching away from Loder. Applicant then 
goes on to describe Loder's combination therapy and asserts that Wong does not 
remnedy Loder's deficiencies. 

Applicant's arguments are not persuasive. First, the "consisting essentially of 
language of instant claims does not exclude any other ingredient or embodiment from 
the scope of instant claims. While Loder teaches combination therapy, Loder does not 
in any sense negate the effect of milnacipran. Loder's combination therapy is to improve 
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the known method of treating fibromyalgia. One of ordinary skill in the art would 
envisage utilizing the known milnacipran in combination with the known method of 
dosage escalation as taught by Wong to provide optimum therapeutic benefit. 

In response to applicant's assertions about teaching away, the Examiner points 
out that a prior art reference that "teaches away" from the claimed invention is a 
significant factor to be considered in determining obviousness; however, "the nature of 
the teaching is highly relevant and must be weighed in substance. A known or obvious 
composition does not become patentable simply because it has been described as 
somewhat inferior to some other product for the same use." In re Gurley, 27 F.3d 551 , 
554, 31 USPQ2d 1130, 1132 (Fed. Cir. 1994). As discussed above, one of ordinary 
skill in the art would envisage utilizing the known milnacipran in combination with the 
known method of dosage escalation as taught by Wong to provide optimum therapeutic 
benefit. 

(New Rejection) 

6. Claims 41-51 are rejected under 35 U.S.C. 103(a) as being unpatentable 
Over Loder et al. (USP 6,441 ,038) in view of El-Rashidy USP 5,994,363) or vice versa. 

Loder as discussed above teaches milnacipran in treating fibromyalgia. 
Loder does not teach dosage escalation. 

'393 teach dosage escalation and teach that apemorphine dose is increased until 
adverse effects are again experienced and administration of the increased dosage is 
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repeated until the patient no longer experiences adverse effects. The reference then 
teaches that escalation of subsequent doses, the previously tolerated dose preferably is 
doubled. The dosage escalation is repeated until the dosage level of target medical 
condition is reached, see abstract. 

The reference does not teach the claimed milnacipran. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to utilize the known drug of milnacipran for treating fibromyalgia by 
administering the escalated dosage of milnacipran until the desired treatment is resulted 
with minimum adverse effects motivated by the teachings of '393 which teaches 
doubling the dosage of an active in order to effect maximum result with minimum 
adverse effects. 

Alternatively, one would have been motivated to utilize the known method of 
administering a drug by escalating the amount or doubling the amount of drug in order 
to attain maximum therapeutic results accompanied by minimum adverse effects and 
applies the teachings with milnacipran in an effort to treat fibromyalgia. 

From the teachings of the reference, it is apparent that one of ordinary skill in the 
art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole would have been prima facie obvious to 
one of ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 
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USP 5,268,1 81 has been cited as of interest for the teachings of dosage 
escalation in reducing side effects of drugs. 

7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Snigdha Maewall whose telephone number is (571)- 
272-6197. The examiner can normally be reached on Monday to Friday; 8:30 a.m. to 
5:00 p.m. EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick Krass can be reached on (571) 272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-0580. 
Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Snigdha Maewall/ 
Examiner, Art Unit 1612 
/Gollamudi S Kishore/ 
Primary Examiner, Art Unit 1612 



